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1 

m m m 

5 mtftm- 

10 

i»7^/!j;^ (fib) mm*, 't-skmmm^ir^m^fmm 

15 ^ P PAR a (peroxisome proliferator activated receptor a) fS'tt'ffc^^l^ 

20 ir#X.bttTV^S [Blood, 93(9), 2991-2998 (1999)] „ 

— a i i^mm&^ir&ik&mfe, mitmm, o&m±. 

(«pM¥4-3 64 1 7 1f^a , SftV^jflL^iRJlt^Sr^S All fl* AII^ 
25 bftTl^So L^L*^ ^ A I I »i^tt5^^7 y y 
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e> fcs tuts ltc «t 5 &*tittefl&^ 7^7^yy -^y{STicfffl &n 

^#^o«5t^-e^§tL5T^^^^^>-ii (aid ^f^ffi *ttrz>tt&m 

15 irf^ib, *mWfc. 

(1) Ti/^^i/i/^II^ftm&^irZfc&m «au -Y/w^/i^^ 

3W ; 

(2) t i/wms^cffus ^-r^^mtm^^- vmt&mxib 
20 ^ttjfs (i) mm<DM ; 

S^feT'feSttflE (1) mm<DM-, 

25 (5) Tis^^^isiimmR^irzik&m^ en : 
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5 ctV^^^^U R 2 «Pt-r^-^^^b5 6^^f«tb«C5S* 

J;v^kak3|lf3SI3£Sr^r) Tf*£axSfb&4&T?&«tfrlB (l) fBiic^J ; 

(6) TlsttTls^nftffiftm&ttZlk^&v^*^ ^xi^r)V 

10 1M^>\ ^-/^f-z^V^fcfi^yi^/V^V-efeStufB (1) fB^tD^iJ ; 

( 7 ) r i/^^r >->^n^t:^ *^~rz>fc&m& 1 - 

[ [2' - (lH-fF7/-^-5-^^) fcT7^^/V-4— ' f/Kl ^^VP] 
^VX>f 5 ^V 1 /I'— 7 fufB ( 1 ) f3*cO£iJ ; 

( 8 ) Ti/^T>i/i/imm^m%:^-r&{k&m& 1 - ^v-/^ 

15 ^^/l^^/I^^vO 1- [ [2' - (lH-ff7 

/v— 5 \£7z^~?v— 4 — -i!V\ * "f-jv] ^yX-f 5 7 — 

#/l^drv^ — hT?*>5«ftBB (1) IBic^J; 

( 9 ) ris^T^zs^immfem *^-tz>i\&mi$ 1 - 

[[2' - (2, 5-^tKP-5-W-l, 2, 4-^t^7y s -;i/- 
20 3 — \fy z^^v- a-A jV\ ^-=f-;V\ ^<-^XA %^^—7V-i -io;v~m^ 
»tfft>S«WB (1) WBiSc^iJ ; 

(10) S7^7^y — ^vjfiug^fett^tLfcjaH-f-S^Jfe© W • iftJSSPJT? 

fcstfna (i) ib*(d^j ; 
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(12) u~is-T>^T^i/>mmwftm%#i-%fc&m$ (D 

a«^si5tt*^w:2a^±-e*)5tfflB (11) ta*^J; 

(13) u^^-r^^^-T^^^m mwftm % > r^y^r 
^i/>imm¥m%^&ik&m^&%wm (11) taf^ai ; 

(14) T W^nt^flsJB S:^rf-5^^d5^^ Kft^-a-^^ 
fc&ittffB (13) fE«^iJ ; 

(1 5) Ty^tfyv-yii^w^ttsft^^^^tig^^f 

^s^^T?fe5tf(iB (1 3) mm,<DM ; 

(16) 7 ^^T^^imm^m^^^it^m^^M^—T^^- 
&fcfe#/istf^/um%^ir%4k-g'yoT«h%mm (13) tsgtcDgij; 

(17) T V v-^IlS^f^ &m*fZ4t'&mSi£ ( I ) : 
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5 

(13) IB^CO^IJ ; 

(19) Tls^^lsi/>imfc\¥m%^%ik^i$ 2 -3i h^r-i/- 1 - 
[ [2' - (1H— T h9y— /V- \£7^~;V-4 — f/V] ^^-)V\ 

-<^xv ^ ^y-^-T-^/^^^fe^tfrfE (13) fBic^J; 
5 (2 0) T^^^i/^imm^m&^ir&lk&msi- {rstn^i/;v 

$-3r^Jj/lsy$~/U$-%-i/) 1- [ [2' - (lH-fh 

7 5 --f /V) \?y^^)V— 4 — f/Kl ^ ^vv] ^>-XV 5: ;v- i 

-$>;VT$3ir-s7— h^fc Stiffs (13) fBife^iJ ; 

(2 1) T^^^^v-^II^fFffi^i-S^^^ 2 -^c hdf-^- 1 - 
10 [ [2' - (2, 5-v?tKn-5-t^y-l, 2, 4-^tv?7^- 

Ife-CfeSttrlB (13) fBic^iJ; 

(2 2) U^^-T^^^V^Ra^ffiSr^r-rS-fb^dS, T^^f^-r 
^'>^3EitlBI*iaWffl*^5^^"e*>«SWB (11) fB«<^J; 

15 (23) 7y^tryy'ySMa*^l^ft5^^^t77 t y/K 

(2 2) fB*fe(D^lJ ; 

(2 4) Tis^*T>'i/^mmmm<izm&#ir&4k&m$T^*T>'^ 

20 -trfo^fulE (2 2) fE*cO£lJ ; 

(2 4) tm,(DM ; 

(2 6) u^-r>^T>^mmi¥m^ir^t^m^^=->m.^ 

25 ^§r^-f-§^#/"efe5tulE (1 1) fB^cD^J ; 

(27) >-p&«#ffl &^~fZ>fc-&m& SPP-100tfe5 ffrlB (26) 

fEife^iJ ; 

(2 8) \y^-T^^^>iy^m^i^m^^^i^w^--^mM 

^Sr^Tf-S'fb^-efeSlfnB (l l) fB*c<Z>£iJ ; 
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(2 9) 3^r— ^PMJl^tt5^^NK3 2 0 IT'fcStfria (2 8) 
(3 0) u—-y—T ^^^^-y^mKW^^ir^it^-WT/u 

^m^m&^%ik&m^ih%wm (id ib^o^J; 

5 (3 1) T/l' KXT P «f^ffl ^tfSft^fe^ S C - 6 6 1 0 0T?fc&itlj 

ib (30) mm<DM ; 

10 ife ; 

(3 4) ry^trv ^ vn^if^ffl ^r^r-r s (flu -t/w<im^^ 
(35) 7^^yy-^ >-{&T£!i &w&t sfcftorv >- v- 
20 (3 6) Ti/^^i/i/>imm'fm%^~rz>ik'£>m ({&u, -ow^im^^ 

(37) H7^7u; — ^^jfiL^fefi-^tb^Egi-s^o^BS • m^JSr 
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£fl,ftV^, >f ^ /l^^^gBHg 56-71073 ^kfft, #HPS 5 6 

- 7 1 0 7 4 ^§-<k#, 57-98270 -g^R, 4#5SEIg 58-15776 

8fM> USP4, 3 5 5, 0 4 O&^tKJS P 4, 3 4 0, 5 9 8f» 
ffcEP-2 5 3 3 1 0, EP-2 9 1 9 6 9, EP-324377, E 
20 P-4 0 3 1 5 8, WO- 9 1 0 0 2 7 7, #HHg6 3-2 3 8 6 8 *5<3; 

11787 6^mmztz&&i5titcs( ^ yy-^mmmm^^ 

tl, *fc, USP5, 183, 8 9 9, EP-3 2 3 84 1, EP-409 3 3 
2*5j;t^#H¥l - 2 8 7 0 7 l^^^fitfn— /K fcf? /I'&JctJ* MJ 
/l^f^M^^tl,, ^/c, USP4, 880, 804, EP-0392 
25 317, EP-0399732, EP-0400835, EP-425921, 

EP-45913 6 *5 J; W§fi¥ 3-6 3 2 6 4 ^#^^^-<^XV ^ ^V— 
/kff^fc^M^tb, EP-399731 ^teTif-f ^Vfl^fWIM;^ £ *L, 
EP-40734 2^^«t°y ^ K^^f^Fjfl^^tl, EP-4 1 1 7 6 6f 

fc^^y y ^ff^fWi^SiL, ep-43030 omi^-t^y^^mm^ 
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a*i£^&*u ep-43403 8ma*m^ 5: ^y—^mmmm^^ti, e 

P-44 24 7 3^^tttry ^V^^z^ffc^K^tk EP-44356 
8^£te^/ try KVfNfft* s iB^*^ EP-44 5 8 1 1, EP 

-483683, EP-5 1 803 3, EP-520423, EP-58829 

9, ep-6 o 3 7 1 2mtzizmmmk-&m&M^£tix^z> 0 tut, *?*r—r 

;V Hr-f ^=f^-y^-)V Sr^^hV— (Journal of Medicinal Chemistry, 3 
9^\ 6 2 5-6 5 61, 1 9 9 6^) ^frlb<D 0 •fcOttSftjftffc 

f^ffiSr^Tf-S^^ K'tt^^-efetb«\ ra*L£rJSV^«fcV\&5, fcj&vefc % n 

(Losartan (DuP753)) , a^nlM^^ (Eprosartan 
(SK&F108566)) „ Jjl/^f-q-jl'? > i/l^-fc^/P (Candesartan cilexetil 
(TCV-116)) „ /W^rWy (Valsartan (CGP- 48933)) , 5Vl'$fvW>' 
(Telmisartan (BIBR277)) , 4)V^)V$^< (Irbesartan (SR47436)) , $V 
(Tasosartan (ANA- 756)) , ^-/V^^/V^ly (Olmesartan (CS- 

866) ) &&x*^tib<Di*ffim&faw (*^7t^^^if) m*m&v<m^ 

jttf, 5£ (I) : 
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5 5££^U R 3 te^nJ^T-£:frbT^bTV^&J;<, IftMfLT 

ffjlB^ (I) * % R 1 ^ LTO|iM'ty^L5 5S (^n h^i: 
b 5 011*. W!, (1) (2) 

rh^yy/vS, (3) hy7/vtn^^y^*^7^ KS (-NHS0 2 
CF 3 ) , (4) U^S> (5) (6) N, S, 0©9^1 

fll^fc«2^_h^tf 5~7M (0£b< «5~6*) CQm^Ogm^tl-C 
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5 fc«fcv\, #!I;U3\ R 1 ^ 
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N I 

^VnY^z" 

H V- ' 



Z 



H I V ' H V- • H V 



ittlfB:^^ gft-CH 2 - -NH-, -O-^fc^-S (O) m-Sr^U 
> = Z, > = Z' *5«tt/> = Z' ' te^-m^/I^-A-S, 7'*1JA>&—A'& 

^frtemfctstix^x-bx^mmm* s, s co , s (o> 2 ^^) gsj 

Sr^U miiO, l*fet4 2 0fiaRS:^ , t"o 
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[5£iK i o-*fett-s-Sr^U j fi> = o, >=S;£fcte>=s 
(O) m&^U mfitfrlBirlHl^a^i-] (ftfrXh, 2, 5- 

2, A— 3-^f/K 2, 5-v 5 

t Kn-5-Wy-l, 2, 4 - t^t^Ty*^- 3 -^/K 2, 5-v 5 
tKn-5-^y-l, 2, 4-fT^7/-/V-3-^/K £ «9 fc>l;J\ 2, 
5-v?t Kn-5-^y-l, 2, 4 -^fv'/y — 7V— 3 — i$Wri£. 




N 



N— j 
H 






Z 




a' b' C 



WO 02/15935 



PCT/JPOl/07239 




Z 



TWCfcJ;VMgi& (C!_ 4 ) T/V^^fc^T^/^ (C 2 _ 5 ) T 

«ift*tbTV^f>J:V>jBJR (C x _ 4 ) TWStLTH:, 00*.^ (1) 

Sr^Tl/rvvcfc J;v^7»ci/^3£lfev^L3^H•CilifeS^^*cv^-C 1 bJ;vHaiR (c^ 
4 ) (Ms hy7x^f;K p-y J>drv~<>~yVK p 

10 --bn^y^i') N (2) j» (C x _ 4 ) T^^—Q&m (C x _ 4 ) T 

/l^/ujg (M> ^ h^iX^^/K 3i h3-yy5VVftif) , (3) S-CH (R 
4 ) -OCOR 5 Kf, R 4 te (a) (b) «l-6«tL<tt 

n-y*9VK 'fy^, t-^vK n— -O^/K ^V'O'f/K ^^^V^ 
15 /vftif) , (c) ^it 2 - 6 ©jti!) L < fcii 
(d) &MWl3-S(Dis?uT/V3c/vm (M. v-^u-^^/K S^ta^fS/TK 
i/^n^^/VJ&if) Stj3%U R 5 « (a) Ml-6©»L<i«t 
©»T/V3v« (M, y^vK 3i ^/k n-^ntVK -fyyntVK n-^ 
^vK yy^vK sec-y^/K t-y*5VK n— <y^A\ y-^y^/K * 
20 ^y^yvft If) , ( b ) 2-6 ©Stfftfc L < ft«©t»T;^3/v 

(c) Mt3-8©;/^nr;WS ->^p^yf/K i/^n^^ 

n^JjfH\ 3hn, (C x _ 4 ) « (C a _ 4 ) TVH^yftif 

J^y^/i^fcte^y^vv^;^) ^Bife&ftfc^&i&i - 3 
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l/*f-7V * ^VV\ u^i/sUy* ef-AstZ if) , ( d ) mM%. 3-8©^P7 
feffik (Cj_ 4 ) TA-^/K ©0 (Cj_ 4 ) T7V'3df-^*if*^rb-CV^<>J:V>7 

* fc n.~r -7 ^-jvwz a) x*wm £ titcmmwc 2-3 ©{gj&r/i^ 

^-/i^&WokO&if) , (e) g#|&*i/rvvC& iv^ry — (#11, 7^ 
=/K p-MJ/K t7f/l4o^ny^, = (C^) TA^ 

/W 4£i& (C x _ 4 ) T7^3dfV^:ifSr^rb"CV^t>J;v^3i=/p*^:W:^-7^/i' 
mteZ) , (f) ^it 1 - 6 oitit) L< fi^©«T;v="^^S Ws 

10 ;* h^rv\ ^h=3r^ n-^n/^df-^ ^fy^P*^ n-^h^S^ 4 Vf 

h^i/ N sec— :/>=¥v\ t— ^h=^iA n-^yf/Pt^^ y^yf /^^r 
v\ ^^^/v^v^if) , (g) &*#2-8©ii^fcL<tt#^<D© 
»T^:=. n dr v-S (i, Typ^, >fV^n dr S^fc if) , ( h ) ^ifS2& 
3-8 ©y 1 ^ nT/V^t^Vl (M> is? n^^^/P-^-df-^ v'^ n^^iy/l^ 

15 ^ n^^^-ZP^-dp-^* if) , ( i ) 3-8 ©^^ n T/V^/P 

i/^n^^/K v-^n^^v-/K i/;? n^^A-ft if) &L<te:g^£ 

/K (C x _ 4 ) T/^^ftif^LT^-t^ Jxi^^-A^fcte^^P/v 

gfcif) -Tf«lfe$^^3^1-3«7>®jRT/V=^lJ (M, 'O'v'p^v', 7 

ft if) , (j) M3-8©y^P7/^ (M, S^n^O^vK v-^n^ 
3->7K v-^n^^u^if) b< teg^£tiTV^t> J^Ty-A-S (M, 
^n//^^, ^hP, (C,_ 4 ) T/^/K f» (C x _ 4 ) TA'^Vfc 

25 iflrWbTV^T&cfcv^ycn ^ A-^ te:*?" 7 ^A-'lEft if) T*gm£;ftfc#c*i&:2 - 
3 0te^T/^^ndr-=yS ($L yyt^ n^y^©t^ndry, yp^P^r 
iy, Tyn^iy, ^y^n^^n^^ifOT/^— n^^^o^05feif) 
(k) fHfeStLTv^t.fcv^y— /w^vS (M, yrcydriy, P -= 
hn7x/dry, t7h^yf©^nyyj|^ ~hn, i&B. (C x _ 4 ) TA^ 
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/K i&m (C x _ 4 ) r/^==¥^>'^if^b-CV^•C^5 £^y:r/ ^iX^fcte^y h 

VMS® (c t _ 4 ) T^=¥/^*7t^TiX7vS (c 2 _ 5 ) Ttv-tsj-itv, 

&£<D$m&k vxm^^frbfc ^tt^$i^Tv^-r^5 «fcvM6& (c 1 _ 4 ) T/v^/v 

m\ tmm£*><D&m-fbfhz>) , ^bn, ixr/ N » (c 1 

io y ft^omms^b-ovr^ £i\ 

15 3:7c, v-T7. N-t KndrV^77W^A^ ^ K-f/H (-C (=N-OH) -N 

H 2 ) „ fcSlMig^fVtV^t J; VMM (C x _ 4 ) T/l^/t^^/cteX-y/W 

*W^tbf*«$^C (1) #71^^/1^ (2) Th7/y/H, (3) 

M)7/Ptn^^y7/^yir> KS (-nhso 2 CF 3 ) , (4) Uvi 

(5) J^^gH, (6) N, S, O(D5%C0 1fil^fc«2j®J^_h^if 
20 5~7I (£? J; L < {3 5 ~ 6 M) »¥#^S^$tt-CV^Tt) J:V4I^#a^ 

R^tm mw^tstixis^xh^^i&m. (c^j t/^/u y^w, 

h y ^7 ^^./i^y <?yv, y. h 3^yy ^yi^, ^ h ^e/y ^/v, p - y h ^-y^y-j/vv, 
25 p-=fn^;^a feKiiTv'/H (Ms (C 2 _ 5 ) Tsujjy^C/u, 
^yyVA-fti?) Tifc^&ti/rvvrfc J^#7i^>y/y 7 1 h 7/y /v&5v^3: 

2, 5-^tKn-5-t^y-l, 2, 4-t^t^7/-/V'-3-^/V (0 
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tuiBsS'K x teffim-rz 7x^^i^7a: ^sumtmm^ ft im^m 2 

5 W i ^f c} j; 2 T'feSiiK (C x _ 4 ) T/^V^ -CO-, - 

O-, -S-, -NH-, -CO-NH-, -0-CH 2 -, — S-CH 2 — , 
- CH=CH-& if tf^ff btt§ 0 
HufB^cK ntel3;/cfi2 (/SF*U<»1) <7)^^r^i- 0 

10 SftSr^U ittSibt^ 0d*.fr£ N (1) APfy (Ms F, CI, Brfc 
if) , (2) (3) = ha, (4) flHfcStVO^-tfc .fcVMgift (C x _ 

4 ) TA^A-, (5) « (C x _ 4 ) T/Vndriy, (6) S^^tbTV^Tti J: 

rx/m r*y, N-mm (c x _ 4 ) m^T5/ (0B, 

&if) , N, N-vH£M (C^J 7/^7 5/ i?* ^7 5 / ft if) , 

15 n - r y -at 5: y w, y * =at ^ / & if) , itn^r 5 / (M. ^ a^ y 
7, tr^ytV, t°^7i;/, n-7s^^7^4^) &if) „ (7) s£ 

4 ) ta^^, (c 2 _ 6 ) TA^/-f Ao<h^> ($k T-^Y^y, fcV*n 

20 # ;ViO\~;l'jfr$r i/, =-h*S'*A'tf~A'tt$'%:i?) *>5V^{i'fg^ (C 3 _ 6 ) 1/ 

ft if) Tgm£;ft/C^T^J;Vvf« (C x _ 4 ) 7^3dr^^^f] *^t*>$tb5 
£, &1tn (8) Sm£;ftWT^J;vH« (C x _ 4 ) TA^/V (ffrtBLfcR 1 
i: LX<D&s($-l'&J&f&ls5 LXm&£ti1£ r-fgJfcSftTV^Tfc 

25 iVMftjR (C x _ 4 ) 7/V=3r/Hj t mW£h<D&mf bflZ) tL<li7V^ 

(M. (c 2 _ 5 ) Ta#/^a, 'O-yVA&if) ^i5MK&;fc/rvvr*>«fc^ 
^h^y'y/K h y 7^tu^^y^>'»T5 y ^Kfc^VM^A 

* I'SfcaSfc if btt^o 
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XV^XhX^K IiSR 2 «SA^§ & f5f iSt Lt«, ff$l£ 
*VCV v rfc,J;VMBj& (C^) (#k */^^^S, /Nny 

l/t£}£XmWi&frlX\s^Xh £W» (CiJ T/l^/V-ft if ) , /M^Vft^S 

TV^Tt> ivvft/l^^yyl^ (2) f h7/!J^Ss (3) MJ7/Vtn^^ 

y^/^y|7?: (-nhso 2 cf 3 ) n (4) jjyii, (5) 

^IfeSJ&^ajfelf fetb, r.^^0^gm^^TV^%J;VN»T/W=3r/« (Iff 

ti/c^-c^ JzvMM (c x _ 4 ) t/^/i^j £l^#&k<£>^&f btiz) hv< 
UTis^m (Ms (c 2 _ 5 ) T/^y-r/K ^yyV/v^) -th^s^t 

te, «^-CO-D [5$^ DJ3 (1) yfcHg, (2) HifeSfrl/CWrfc £ 

vvr^y (Miff, r^y, N—flSR (c x _ 4 ) rwr^y, n, N-^fg 

ft (C x _ 4 ) TA'^/WT 5 J ft if ) ^tat (3) g^§tlTV^-Ct>«tV^T/l-3=3r 
^> {$k (i) TA"3rAStoft&7k&3&, WM^tlX^^Xh j:V^T^ / (#U T 5; 
N-flSft (C t _ 4 ) T)V*;VT* J x N, N— S^ISR (C x _ 4 ) T/W^T 

5:/, ^yi?/, ^*y/*if) , ^n^v, (c x _ 6 ) tvi^3->\ 

ism (c x _ 6 ) T/l^/I^^ M (c 3 _ 8 ) */9 ptT7^3de->'fe^v^{iem$ 
tLTV^Tt iV^^^f-y V-/V (fi), 5-y 2-^y- 1, 3-v 5 ^-^ 

yul/-4-s(/W£E) XWM^tlX^XhX^i&m (C t _ 6 ) TVVn^ri^ 
^7h« (i i) S-O-CH (R 6 ) -OCOR 7 R 6 « (a) tK*. 
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iiMt©fSlT;^=;Htt}i (d) »3-8©^Pm;H (M. 
iy^p^y^/K y^pz^a^y/i^ i^n^r/^/y&i?) R 7 f2 (a) 

-yntVK ^fy^ntVK n-^^/K -fV^f/K sec-y^/K t-^/K 

5 n-^y^/K -ry-o-^/K ^^y^&if) , (b) m.mw2-Q<Dum 

fel< te^^f»7Vy^/l^ ( c ) mmWc 3-8©^P T^^r/H 
/K (C x _ 4 ) 7;un^^^^f Ltv^t!) ^l^^—zy^fcte^^/y 

10 j£j&if) xmm^tifcmmmi-3(Di&mT/v^m -o-^/k p-y^ 

(Ms ^n^Vig^ =fp, i&m (C x _ 4 ) T/v^/K (C x _ 4 ) T;v=x 

* zsft if Sr^r tt v n-c t> J; v n 7 * ~/y * fc ^ 7 ?yyS& if) -csm £ tbfc^nt 

£v^T!J~- /y* (M, ^^^/k p-MJ/K t^f/v^c^p^yil^ 

j« (C x _ 4 ) T/Vde/K (0^4) T^^if^btv^^J: 

v^rc-z^fcte^^yy^if) , (f) ^ii-e^EifeLO^W 

>y, n-/f^ -ry^h^ry, sec-y>^^ t-^hdrv-, n— <^/y 

^y^yfW^ ^^y^/y^y-ftif) , ( g ) «2-8 

^yftif) . (h) ^3-8®^ PTMM^^l (#0, yyn-^y=f- 
25 /M-^y, y^p^^y/y^v-, <yy n ^7^/1^ ^v-ft if) % (i) %mW: 
3 — 8 <7>yy n T^^r/i^ (WL yy n^y^yy, yy n^^y/y, yy n^y-F- 
/y&if) fcb<f2«&£;ft/rv^fcJ^Ty— (#11, ^n^y^, 
teJK (C x _ 4 ) T/y^K \%Ml (C x _ 4 ) T/i^ary&^^bTV^^^y 

^yp^ tc -7 ^jv^tz t£) -earn $ n^^ut is: 1-3 <d^wct a> * y g 
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h^yftif^y h^^s ^h^SA n-^njtfdf-S^ 4 Vzf ¥<D 
T/V^V§I$£#o^<D*if) , (j) M3-8©^oW/V (#k V 

5 hX^TV— 7Vm &L AP^ylf, =fP, (C^) T/I^/K 

( C i - 4 ) T/P=a ^ v-* if ^ LTV^t>J:V^^ fc 7 9Vv&* if) 

T?em$^fc^m#: 2-3 ©fi|7/^=o^rv'l (M> v^W" ^ d ^v^CD tf 

^t^^o^cd^^) £7tte (k) s^£ti/r^Tt J^yy — ^t^r^S 

» (C x _ 4 ) T/V^r/K (C a _ 4 ) T/Pa^fc if ^LTV^T^ J; 

V ^ -7 * 7 ^ te^ 7 b =3f if) Sr^f] -C^ $ S 36* if } Sr^-t"] T* 

15 W-Wt -COOHTO©S, -COOMe, -COOEt, - 

COOtBu. -COOPr, tV^ny /l^J-^-yy f3^y#/V/J?~/K 1— (S^ 
n ^^^/V^^i/^/^/^^/^dri/) ^ h ^fiX^7/V^c=./K 5—7 ^/W— 2 — ^~ 
dry-1, 3-v^^y — f/py fdrv-^/V-^^/K T-fe h^^y b=3r 
v^Vtf^/K T^nt^n^ h^v-^yl/^^/K n-^fUn^ 

20 v-^yl^^/K ^ yy^y ndr^7 b^r-y^77^— /K 1- (^hdr^/^^ 

n^v-) rc h^r->^77^-/K l - (Tir]^^) f ^-^/MlwK 1 — 
(y 77*f y n ^iX) ^ h ^y-^/W^/K n^^y/V#/l^;=vl^^yy 

rfwK v^y n^^/P^/^^n^-yy h^iX^/l-^=/l/*if^^(f £ 

*##&^&#rtRJ&&*?) T\ tfcSmtl^ty COOy ^ 

itufER 2 £ LT^I, S;-CO-D [afrK Df* (l) 7.Kg£»fcte (2) 77W 
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*su%$ft&7kmm, tu> ^n^y, « (c 2 _ 6 ) TVK^y-y/^^y 
r-feb^v-, tv^n^/v^v'^if) s (c 3 _ 8 ) v^ptw;^/^ 

^y « (C^e) TA-^iy^fc/I^^v' (Mx y h^^/V^^/^ 
df*/, y^j3;VJr^;Vjr^yt£}£) N i£0 (C 3 _ 8 ) i/^nT;Vn^*;V 

4 ) T/V^dr^fc^M (C 3 _ 8 ) 5^ nT/V^^^-ett^^tbTV^t) 

(C x _ 4 ) TV^A- (0^b<^, y^/V^fcf*3i^-/V) ~?^*TMk£tlfcJ7 

^fLt»jciaij {d*3tts r^TK^asj atfi, #ix.fc£> (i) r 

/l/^r/V^ (2) T/l^^/l^ (3) T/I^^/l^ (4) ^yn7V^3vyS. 

(5) ry-;vs, (6) T7/u*/umt£¥&mf bti%&, ^^-efer^^ 

15 tfriB ( i ) <dt /u*c/um t Lttt, £*i!ti&: i~8 @s©»T^^/^-eii:i« 
y^/K -fyy^/K sec-y^/K t-y^/K ^y^VK i — <>"?vk ^ 

^y°^/K ^^fc^WktbSo 

20 {t0*tv Mt0^WbJ;< > Mx.fc£tr=/K /o^/K 2-y^^/K 
3-y^-/K yyr^/K 2-^-^^^/v^^^^f btb6 0 

tufS (3) (DT^-Jl/MblsX^ m$Wt2~8Um<Dm®C7JV*~;vmX« 

^/K 2— <^^/K 2-^-y^-z^if^^tf fett^o 
25 ffifB (4) ©i/^n7/^;Htlt(l fiz^Wt 3 ~ 6 ^M.<D^Mcy^ n T/W 

fufELfcTVt^/yS, T/K^/yX, T/y=¥= /i^^fctev^ n7;i/^;Hfi 
tKM, Sife£*i/rvvrt><J;vvr^/£ (i, r^y N nHSR (c x _ 4 ) tvv 
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=3r/VT^7, N,N-SME» (C x _ 4 ) T/V^/UT J ftkl , An^y, te® 
(C,_ 4 ) T^n^ri/l, (C^JT/V^r/V^^if-eem^tbTVNTfe 

ttjIB (5) COTy^^t ttit flHfctf^V^/K 7*^f/V'!i^©7x 
5 (C x _ 4 ) T/^/l^^WfeiK tufa (6) ©7!J-/H^Lt 

Mi«>M3^> f, CI, Br&if) , ~hn N ff^$^lTV s >"C't) J; V^T 

T^7, N-« (C!_ 4 ) TVI^/PT^A N,N-^<SR (C x 
10 _ 4 ) T/l^UT^/fti?) , mm (C x _ 4 ) T/I^^v" * h3r$<\ ^-h* 

S'jfcif) s i&m (c x _ 4 ) TVl^/V^ (#U ^Asf-Hr, ^/v^-ftif) % 
(C,_ 4 ) TVi^/i- (M, y^/K ^^/n&iT) fcif«r#L-CVvC 1 fe<fcV\, 

fcttffiR (c x _ 4 ) r^a^aE-eillfeStt-cv^fc.fcV'^SjR (c x _ 5 ) t/p^/p 
^fc«f« (c 2 _ 5 ) r^^A^jfeif) ^W^L<, <^fctf\ IBM (c x _ 

20 -fb7k*2fc3£j 131*3 tt5 ^rnjgfj ttm -O-, -S (O) m- [mtt 

o^v^L2o#^^^-] N -nr' - [r' i-iTkmm^fcm&m (c x _ 4 ) 

fufELfc^/^^ R 3 i: Ltttv -0- s -S (O) m- [mftO^V^L2 
©SSSfcSr^-T] 4fcli-NR' - [R' WakiSflJS-^^fett^SJR (C x _ 4 ) T/W^r 

® (c x _ 4 ) r^a^^a^atsnsiKfts-ciKftsti/Tv^t M&m (c 

x _ 5 ) T^^f/v^fc^W (C 2 _ 5 ) TA^=/u3&fc U<, fc*>fc>tj\ 
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(i) xm^n^r^^^^u^^m^ir^ih^m^f^x-h, 

5* (10 : 



(5£*f, RM2 (1) A^^/vm^ (2) ^ h9^])^-&fc\Z (3) 5^: 



(0) mSr^u mnttmtmMm^ir) -c^^tiai^u atA^em* 

R 2 ^«m^tbTV^T% .fcvMBR (C^J T/V^/V (Ms tRUS. 

(1) 7XgtS^fc« (2) T/v¥7HfP4>*s*HaE, 75/, ap^, 4£$fc (c 
2 _ 6 ) T/^y-f/v^-^i/ (f#k Tirb^^v-, V/injAsHr^sfcZ) N 

(C 3 _ 8 ) ^Pr^/^WV, (C,_ ( ) T/^=^#^^/]^- 

(C 3 _ 8 ) ^ nr;V3^^/^ n^f-i/ (#IK n^^iX/P:^^;*//!^ 
—/Ptf-^fcif) , j&m (C x _ 4 ) T/Va^S'iifcttlSjft (C 3 _ 8 ) ^^P7/V 

R 3 {*-0-, -S (O) m - [mfSOftV^2<0SE#«r33*-t-] *fcf±-NR' 
- [R' f±*3SJg^*^^®JK (C x _ 4 ) T/ls^As&Tfrpl LT*&-£LT^ 





N— i 



N 
H 
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Tfc«t<, 7mm, r^ym, ^n^^&xm&m (c x _ 4 ) r^^m^h 
m&ti%mM&x*m&£ftx^x%£^im. (c^) r^/u^tcm&m (c 
2 _ 5 ) r/^=-^m m^u<it, isM (c x _ 5 ) Tsu^/uitfcm&m. (c x _ 

*L<, fctUfctf* [ [2' - (lH-rh7y^-5- 

[Candesartan] x 1— (i/? ;V7$~;Vjr^-Z/) ^.=f-;V 2 

-rc h^f v-- 1 - [ [2' - (lH-fb7^/V-5 — f/V) tf^^^/l— 4 
— f /V] ;>< "O'XY ^ /V- 7 -^/^^v^ — h [Candesartan 

cilexetil] „ \£/^ns( tVJr^y 2 -rc b ^v-- 1 - [ [2' - (1H — 
rh7 y*— /v— 5 — > i ;v) \£7 m ^/v- 4 — f /v] 7* ^^XV 5 ^^/—;v 
- 1 -UiV-m^y 1 ?— K 2-^h^y-l- [ [2' - (2, 

5-^y-i, 2, 4-^-^i^-^rywi/- 3-^/i-) tfy^~/v-4 — r 

ttjIB Lfc^O-XV ^ — /^#f*«, Mif±\ EP-4 2 5 9 2 1, EP- 
459136, EP-553879, EP-578125, EP-520423, 
EP-66827 2^^^f5*feO^©^XJ«ni^C^^^f3l«t 5-^ 
^t5r tff^m-eh^> 0 £fc N Candesartan cilexetil ^rfflV^^^^, E 
P-4 5 9 1 3 6fcfB*ic$tLfc^^CMM^%ffiV^S(0^j;V^ 0 

^n^>;V7 5y N, N' -^V^xf wy^7> y/£^©ti7 5; 
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4§£\ «sk>misi (#»k m an, fi^n, ^f» % 

5 ygfe* ^yfik =x/N^Sfe^ yy=f|k ^^i/x/vofcv^ ^y-tfy^/WTfcy^ 

p - h/^v^/w^^^s) N r^^^yfik ^vv^ ^ ^gfej& if ©iW4T 5: y 

io fm^wifiassjsia^) ai i fsmk&m^m~tz>4k&m, 

Wife^fcJ: l9*D7K^#F^if^- LTA I I \z&fltfr % K&m 

15 5;SMat;/f/Wb, ry^/Wb, ^^7 5 y^/i^^/Wb, (5- 

fT-As— 2 — ^-dp-y- 1 , 3 -v^^y y h^vO&/l^=vWbs 

^h^t KP77 =/Wb, tr n y vWy f-Mk* n y /i^^r y y ^/Wb> t 
e r t -y^Wb£;fa/Ufc^ft i?) ; a i i Jj^b^©*B^a s TS'7Wk 
T/v=¥/Hb, 5A/Bfefk m^m^fifci^m (M, A I I fSfet-fb^o^K^S 
20 j&sr-fe^TWk ^/v^ W/Wb> yn^yy/Wb^ ty-^ny/Wb, U-yy—Mbs 
y-v y /Hb, r y ~/Wk y y ^a-t ^ y y ^/v#/i^~/Wb £ titcfc&yotz 
if) ; A I I ^^b^(D^/^>y^s^3z^^/Hb, T 5; K-fb^tufcfb^ 
(M, A I It££vfb^) (D% ;v^^/vm^^-;v^^TMK 7x-^x^ 

7vWb, #/v#^yy ^/v^^TvWbs v 5 ^ ^/vr ^vv^^x/Wbs 

~75> y i?s\s=zxTMb, (5—*?-A'-2—tty—i, 3-^yvy-4 
— -i M y ^Vi^^'7VWb, y^ n^^y/i/^^y^/^^/P^^y^^/p-rc^ 
TVWb, K-fb£;ft7c4b^3&if) ; «jftf«i*»:f &*l3 0 ^h<o\\^m 

lilM^iaotA i is^b-a-^bMati-s^if^-t^^ 
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£fc a i i&mk&wozfu K7^^u jejuni 9 9 o^Tu rmm&o 

nf?L»^J kK 7^b, 17^^ 4*. ^ = . !7 

im mmft\;mymmztetf%m%k mmwmms mmimu mmim, mm 
Mf^ij^^t bTia^^ttSe sfd^^c-r, to^ij, ^tifefb^j, * 

7^7M)7, zf;v=7iy^ t Kn^rv'7°nt 0 /v^n>-7;, t Kn^7°nt> 

y-7^ 77/^^^^-/^^-^hy 7^ esc^^-YSfe, eem^t K 
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^Mlb^Ico^iS^^J £ Ltd, 0U;tr£# y ^f-w? y =t-/k tr 
by^r^/y^>\ 3^tp-/k h y ;>7^ >\ ®m.-j-vy *>j*. 

y /hm^ h y 7 ^ y /pt ^ / t°^-^it, w^^, ^-<^if/v=i 
= ^{b-oifh-^A, ^-y y ^Sfc^y i? y y^if©#sstt^j ; 

^B^m (Ms j3-#n^^ ^pp7^/K ^V;*f9fcif) ^^WtfbiiSo 
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Eism^^-^ts^ (i) x«m£n%4k&m&£Tfznb(Dmmmmz.wf 
mtstbz>m.(D^m±s m^,m±&^M i^xm o . ooi 9 5 
15 l < 0 . 1 7 0 m*%-efc5 0 

m*lk£> mp^ij«. mmmzriz., m*.tfmm\ w> e*. trv^, 

ft if) N ffi&ffl M. aW^f^^y, T?\fT=?J±, tuvi$3cz/^ ^/wt ;vn — 
^ , t Kn^>7n tVi^ir n — x , *° y t^~/V t°ny FV^if) * fc tidft tRM 
20 (0fl N XfTD^v^v'^A, /jfyxfi/y^!J3-;i/6 0 0 0^ 

if) &if£«lbTj£*fj»U #cwc&gfc:<fc tK Sfc<D-^;^^\ Wttfc 

25 «IJ, «tt7^Mn-f^ ^tt^/W^-^^^J&if 



WO 02/15935 PCT/JP01/07239 

29 

t^P-^ 7$\s— K t KP^r^PtV^f/Hr/PP-^ Ti?^— M?- 
10 ©-fe;!/P- xmUhft* ; **T? U/i/Bfca^y^— L C^K7^s/M (Wo 

-3 0D5 5 (fgS^) „ P-A77/M±) , ^^7^ 11/^3*°!) 
15 4&fefe44:7 -f Mn^-f ^ £ LTti, ^liffxf^t/i/P — if<£>1? 

& if ©7 ^ y /H&mits^fc if ^ w bt^So 

«fcv\, *fc, ^-tV^^dBI^ WiiiiWy, Hzmfb#fc#tf>J; 5 JfcJI 



WO 02/15935 PCT/JPOl/07239 

30 

C2] y -7-^ « - 1 Ko ^^*/^>li^r*fc § [i] IB 

C4] fLWtbJfy a— /M&offiJsfc^A'ifcj&s l o 0/0 — 4 0/6 o-e&3 [3] 

15 [5] .fi#fr©a:*3p*&^J|:*S 3 , 0 0 0-5 0, 0 0 C2] fB*c^ 

[6] ^ItfflTrfeS Cl] fe*^#^C'l4»J, 

C8] #Mffi^JR^ffi#&T?fcS C7] |B*(D^ttM^J N ^fctt 
20 [93 5£ (I) X*mi$ti%4k&m-£ta-±%:<DM.^ ^fcfo'Mmk-tfV^-tekXF^ 

M^#tt4ii»EP-A- 1 0 5 8 5 4 1 \Z.%dM<Dj?miZ.mCXM&, ft 

25 [1] 5$ (I) 1?*§tb§^^^fc{«(D^ 7k^«tt(D##^M^#)^ 

C2] y -7^^ a ~ t Kn ^^MVil^tfc 5 Cl] IB 
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[3] a-t Kndp-^/^VUfi-g'^SJLtt-j/lJ /Hftfi-a-flc-CfeS 
[4] ?L^£^JJ 3—/l'ife03faj^*/V'Jt;35S 1 0 0/0~4 0/6 Ot?fo5 [3] 
5 [5] fi^f^fii^^^PA/^ 3, 0 0 0 ~ 5 0 , 000 "CfeS C 2 ] |Eic<Z> 

C6] SElt^-CfeS Cl] fB«O^M£»J, 

10 [9] $tt#f^«^fUt^5 Cl] tB«c^»^tt»J, £fcte 

cio] &m&m&m&-v*>& cq] iatt^ifett3»yw^tfe>*i/*o 

^^5#M4»0«PCT/JPOl/O1191^iBic^fe^PCTMat, ^ $ttSo 

(i) T^^tbS^^^iW^b^ig^^fF^^tLS^^^fif^ 
iS-^/w-K ttmmm. fi^iificiot^s^ 
15 «k m\zM-7 4-?y wtomofox (f^jtsokg) icins^ts^ 
^rs&^-efcs^: (i) ^stbs^^js^w^ubosilaswifc^sna 

ffiSra^l ®*£ LT^O. 001~500mg, ^KfiO. 1 — 5 Omg 

20 -T^s *=*s *7^s i^/l^) fcl*tU 7^^U/^>^ 

RIND, «2$£«K J»W«t*, J»iL^j£ft^l!«>#igj£« N ^ 

*t#«, g leases b if) , mm^mmmmm, >ms&ih. 
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0> ftM, SftMHt^ MWf^, ^ttlM, ^Itt^gy^feS^ 

strntw. ixmrnm (mmm, ^kp-ax, i^masaM, in^fn^i 
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m • jtife^a, fi^s mAwmm, m&m$m&, mt&mm. m 

y 7~^«£fcteWP*W (#!k *J$#*Hfc. jfeBfcWHtog, F«ttW^ W 
SI'fffi, ^ftll&teWSfc if 5 WW**) 5 *7 w ^ y / -^VjfoJmtf) 

©ffiis bfc a i ifi^b-a^ ©Ty^fy^yWi (ACE) R&*f£JB 

ft3 l«£fcte2 3it^ii (£?i£b< te2~3ffi) tf«J*tfkft5o 

^fe5rc^-^37°y (enarapril) N yw^5;> (lisinopril) N Hrv/^YV 
[omapatrilat (BMS-186716)] ^ AC E0>MFffMB £ NE P ("Pt^^K 

ft£o 

A c E ©MFtfUB £ n e P (DBMi^m t Zift^tW-DihS-ms % r >- >- v- 

>-II©^SrP£#i-S £ HP#(^ ;L\0fttN a f IJJ^rT"^- K (ANP ; ft$*^*5 
fc^^ h y 9 h (omapatrilat) , V V 7 h [sampatrilat (UK-81252 ; 

pfiser) ] m&mftbtiz> 0 

U-^mftm&^irZfc&mt Utfl mx.^ SPP-100 (Novartis) «5 
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if btl/5 0 

T/u^^T^^m^m^ir^t^mti.x^ MxJ£\ sc-66ioo 

(Pharmacia) m^mf bth& 0 

TSMftttSr tizzy, vmMVa W, tK -^»>^> 5yK 

r>v/ N fvV&^f) ^^fUT> ini/^f 7klfiUiE£:# 5 it5 

#j ;33«fo«ait^j (®l wmmMm, stmj, t§^&tm ^p^aw 
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<D~7°n v ytHttt&tiLVrg&mn* it^H^tl^Utifi 0 . 0011 
*%~^ 9 5 JSP* b < fifa 0 . 1 7 0 fi*%T*fe3 0 

ux^ru — /idksg&# 5 fl5 7 >r 7* V / -^VjfiUm £ fc teltmW&ft 0 M 7 -f -7* V 
7—sfi/ihm<Df&A (M5 0k g ) tiPig4t5^ 

£riI1t 1 Ltltl 0. 001~500mg, 0£ L < 0 . l~50mgt 

*»7^y 7-^{£T£!k ^itW^w^n — ;VhM^WoM7 ^ 

l§;7c s -^cDftilcD^jgT^^fcfi^l/^^n— /WfiT^ HMG-Co AM 
TtWM (3-hydroxy-3-methylglutaryl coenzyme A reductase) PJeLIHI. -Y y%/ 
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mm. &&t<*£mtm. mmmmm. wftrnktmrmm. *7*—vm 
mmmmm. mkm^mmMs mA^mmmmm^tc^mmm^mm^^m 

^3g#*3.fctWg:#: CM, Tv-My^^^^^n^^-/^ , JH^^^tT 
II CM, 3^f7^y, , =ri/^^n— ;V*ML?tmU-tZ> 

i\&m cm. *sY*°?v—A^>**^>(i/i'm , ^^ru^^^yy—^m. 
mm cm, NB-5 9 8fc<t ummt^m'] itm-fbt^b* 

/u^&a., vjwt y ^/i^v-^A (17— 77 y , ik^JIEIH^x a 

^bi>i^@i»^»^^^^^iE«fg^^-f-5»ij] , mmmm cm, tp 

A, !>n^f-t-f] , ^LSk^Rm CM, ^7^yt°77n {T'y 

v-n^^)/— /V (^U^— , GPIIb/IIIat^H ( l/3h7° n) ] ^if ; 

n^rtmi^^j : ^ y i? y >- y #~ if ; 

zj^ WW) ft if ; 

^P7) , ryt^; k wt-h ] , mmm cm, ACEPiti, c^w 
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* b ^) & ^ 3 , ace umm, m> ^ w yt^t77° y /v ( i^-<-x) 

St^^l/fy, i&^T^^n^ *5j;t>*/3«^ CaW^; 

^) ft if] , -r^y^^^vM^J (^^v*if) , if^5:^K 2 , tf^^K 

15 2 M£!) C#!k ^tffwv (^7<7— ) fcif] , k^*^*yi^j 

Kn*- bfrif) s 7"P7^77^A1, 7yij^ (0t| % 7yflltMI 
t>A#) , (BMP) N ait^»^H^ (FGF) % Jfc/J^ 

&*±t5SH^ (PDGF) N h7^7i-^y^MH^ (TGF — j3 ) , 

>-*y yfMH^- 1^-0*2 (igf-i, -2) , s^m^/we-^ (pt 

20 H) , H — ny^fflJH^tWlEP-Al -3 7 6 1 9 7#^ft, EP-A1-4 6 

0 4 8 8 #^tiU3 ±TJ«E P-Al-719782 #^$R|B^O{b^ 
(2R.4S) - (-) -N- [4-(diethoxyphosphorylmethyl)phenyl] - 1,2, 4, 5-tetrahy dro-4- 
methyl-7,8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide^) £c if ; 

25 vyy, tfvf^vi/av', ^y^ny, jfjr^<-;v, F, 

Wa'jyf, ;?7v=t/M, ^yy, 77f;y, ^v/^y, f7^yys, 

TOMf^£TS?&« : ftftlFttlft (^WM' F) , l^^^-n^v-^-7- h V 
VJ* (f7-^ys) , y ^n^^>-7-b y r^A (f^fnsy, ^n^>-) ft 
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if; 

f x a mmnm(D^^bmm^hmz.mmWM^m^hfh^ 

HMG-Co AMTU^mUWM : 7fn/^^fy, 

i/^v^y^^ -f^7^fy n^^y^-y', y/U^^^^-ly, 
10 ( + ) -3R, 5S-7- [4- - 6 — Y V/d fcf/W 

-2- (N-y ^-/V— N — y y >^71/^n^/VT^ J) t°U5^y-5-^/l'] - 
3, 5-^ Kt="3r->— 6 (E) -^Zf^Tl/WZ^ ; 

^hny) , r^t? f (yvr-h) ] , Pten m. ACBumm, 

-e^ffi b#5 ; 

SlftL^fe^ : ~-7~i?\?Z/, V/v^THA, ^37^/v, PWi^l&if; 
'5I«:«ATP-Kffi inE Na-H^H.»m, xyKtyyg 

20 inM, ^ryy if ; 

25 b^y^K ^If- b =• b\ St^^y ;tWVv— N h7**-V-J*Wt. -7 
-^jvm.^ b ^y ^ V% if ; 
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5 ^n!)y, ^;A-/V&if) ]&if ; 

r^fc°vy^if) , ^i??^ (V/^tM, ^-r/i^j& 
if) s &®¥-&mM &m ^b^p^ if ©jfesseKsaso * if] & 

if ; 

10 ^{tefciM^I (^^K-A-ftif) , WJ=l~ <^3Hfcif ; 

I^II^$ti5 5fi^ 5gr£#k #*^Jfcifi:ii^LT»WHbU 

^Ra^Sr&vvTSU*^ Mii^tttJ:v\ SU^mSWbL-fct^^ 
ffl^{c:#^J^if^v^S^LT^-r6fcfeo=¥5/ Mp° n (fcljfctf, ffi^tf: 

com* (DM^&^-tzr >^;vt2 m^x±(Dm^mm-m^- vxmm-r^ 

20 &(D*fr3R#Jft if Sr^-r -S&Jttffl ^ Fft if) s S'J* fc^Hb L/bf@* <£>$gflj&\ 

25 So 



WO 02/15935 PCT/JPOl/07239 

40 

(1) # ^T^Vl^ V ^V^rt^ 3 0mg 

(2) 7^ ^ 9 Omg 

(3) IKJNNIir/l'n— * 7 Omg 
10 (4) ^f7!Jylv^i/t>i. lOmg 

1 Jj -f^z/V 2 0 0 m g 
(1) , (2) t (3) teZi-O- (4) (Dl/2 %mft\ Lfc^, r 
ti\z&V)(D (4) ^PxT^Srif^^V^^/V^Sf-A-rSo 
HJfeM 2 

15 (1) # ^^IJvW V iyi/^fir^/V 3 Omg 

(2) 7^ ^ 3 5mg 

(3) =z — ^^^—^ 15 Omg 
(3) IWeffi-k^n— * 3 Omg 
(5) ^f7 3i#7^W 5mg 

20 li 2 5 0mg 

(1) % (2) % (3) , (4) (D2/3&£X$ (5) <D 1 / 2 £?HfP LfcfL 
SSKfttS. 0 (4) :i8<fctf (5) ^^(D»i^P^T^lJ^PJE^M-r§ 0 

l -7 ^ 7 V J -yyfiTfffl 

2rife: 

— /Vj&im (SHC) 7 (lOMfrO fc* V^lfvW • ->v^tf/v (TCV- 
116) ^lOOcplKM?^ ; lmg/kg (2ml/kg)] £rl B US651IW 

l^fc»fel3 5SHfePS-^L^:„ (vehicleijg-^) f/Vt/l/n- 
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lUTZfoWm. JW*aift0.38%) #STT*SiL, 3000rpm, Sta^O^-Waito 

(Sigma F-6755) SrWIpfCbT. :/ U / — bRD (o^-^7 

^/^y^ **fc) V ^-CJfiLmB§@9h (SARSTEDTO B-10) J; t> M/£ 

bfc„ 



ttmm (vehiclefe^g^) TCV-116 lmg/kg/dayjg#f¥ 

jftg (mg/dl) 496. 4 ± 2 1 . 9 354. 0±29. 1** 
* * : p<0.01 vs vehicle by Student's t-test (Mean+SE, n=5) 

* l <z>JSMta»e> fcW fe^Jfe«t 5 i-, tj -yf^rv* y • v/i/^-fe^ (TCV- 
116) lmg/kg/dayS^^^, (vehicle^W) i«LT, :#j£&ifiL 

7"!J7 -^jf^S^ttW*£F«r# 5K7^^yy -^>i.£©fKi • f&asffltt. 
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t © ® I 



ft^lffl*0^lj 0 

fc&w-v& saws* i ibiisscdm, 

5. T^^^^^^nWL^Sr^i-S'fb-^^ (i) : 



(5£* N R^Xfg^*>'&1&!&V5zm&ftlttti\z.mK5Z&&&^ Xte7 
>\ 7J >^fvi"^ >- v^i/^ir^/K *^ff/^^ /^vf/v^y, tvi^IJ- 

7 . T^^^^nmtiftm&mirzik&ms 1 - 

[ [2' - (lH-rh7^-5-^) hr^a^/u- 4 — f/l/] **5-;V\ 
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^/V/j^/V^vO ^<7-A> 2 1 - [ [2' - (lH—T-hyy 

9. riy^^^^imm^m^-r^i^m^ 2 1 - 

[ [2' - (2, 5-^tKn-5-^y-l, 2, 4-W^7/-/l'- 
3 — <M \£~7^~;V- 4 -^f/V] * f-fVl ^VX^ 5: ' — A/ — 7 -#/Vt£V 

3»3fc«itB*fc©aii„ 

12. V^V-TV=¥^^v'^PI.$^ffl^^-r?)^W5 (i) 7y=¥t 

^^ir^i^m, (3) w=via*f^ffisr^rt-a^^, (4) mwf^ 

m&^irZik&m. *5J:TJ< (5) 7/V K^fn^l^ffl^ttSft^bl 
fifth/ 5 ia*rcifi2TO±^feSft^Il lfBftcD^iJo 

1 4. Tiy^ir^^^imm^m^m^^i^mm^^Ymh^mx-h 

5S^5l 3fB*<D£i] 0 

6 flS-g^T? fe S 1 3 WBijk<7>£lJ 0 

1 6. T^^^^i/^ii^{^^^i-^{b^^^rti-^--^/v^* 
^»*7^=^3£Sr^5^^fe-Cfc5fllMtS 1 3 fB«£>£iJ 0 

17. T^*T>-^>immm&^ir%ik&m^ (i) •. 
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J; V \£Hbfc3®S*£r^f ) X*m iStiZ>^m~elsb Sfi^I 1 3 fBft(7)^J 0 

18. T^^^>'-->'>'II^ ! L^^^--r5^^^nf-/i/^^, m^ai^/V 
^^7^^^ i/T/^rir^/K ^^HM^^ 

3fB«c©^iJo 

1 9 . Ti/^^i/i/>imm^m^ir&i^m& 2 1 - 

[ [2' - ( 1 H-^ h^y— 71^- 5 — T/l^) tf:7rc^/l/-4 — f/l/| ^^/l^] 

15 2 0. T>'^^T>^l/IIftm¥m$:^'f%lk&$)fcl- (i/?u^is;V$- 

dfi/^/^^/P^-df->) J^/V 2-^h^v^-l- [ [2' - (1H-Th7 
71— 5 — f /^) 4 — OK) t< f-A^l ^^X/f 5 /P- 7 - 

# /P/K ^ 7 — h t? fe 3 ff^IS 1 3 WSife^lJo 

2 1 . r ^^-T is*/ i/immm ^ir-rsit^-m* 2-x^^>- 1 - 

20 [[2' - (2, Kn-5-t^y-l, 2, 4 -t^t^7 N /- A— 

^fcss^ i 3 la^o^io 
25 23. t is^T^i/isgmm&M&ftm ^-^^w^w^y-f v /k y 
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4flB*W)*!l„ 

2 7. i/=ypi$l^^ft5{^i^s P P- 1 0 0tfcS»^2 6fBife 

2 9 . ^^m&ftm&tt&iti&ltO&HK 3 2 0 1 -cab5ft*gC2 8 IB* 

(Dm. 

3 1. T/l'F^Tnyi^iffffl^ftSft^Ws c-6 6 1 OOt^SM 
^3 OfBifecTm 

3 2. u-is-T^^zs^mR^itm&^irZlk&m, ^(DzfvV^y 
zf V / —tfi/ikmtz fcteW*«£# 5il7^/!Jy — ^Vjkito^Bfr • imjrm 0 

3 3. iln^rn- /Vik^^rf*?^^^ 7— ^ViL^7c«WI^#^# 

34. T^^^is^imm^m%^Mk-&m (nu -ow^im^^ 
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&ttrZ>tt&m (fit, -Ow^/i^^l&O , WPK^yWcti-?:© 

3 7. s^^^y ^vjfiL^fcf«^L^®ia-r5^B»w • ?&«J£$sj 
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the provision of Article 6 of the PCT and disclosed therein under the provision 
of Article 5 of the PCT. 

Claims 2 to 4 and 14 to 16 relate to remedies containing as the active 
ingredient compounds which are defined exclusively by desired properties 
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by the description under the provision of Article 6 of the PCT and disclosed 
therein under the provision of Article 5 of the PCT. 
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f ibrinogenemia, etc. as described in these claims containing compounds the 
names or structural formulae are described in the claims in practice . Claims 
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PAPADAKIS J. et. al. , Effect of Hypertension and its Treatme 
nt on Lipid, Lipoprotein (a) , Fibrinogen, and Bilirubin Level 
s in Patients Referred for Dyslipidemia. , Am. J.' Hypertens. , 
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& JP 6-305966 A & US 5508297 A 



3, 25, 26, 28, 3 
0, 35-, 37 

1-25, 33, 35, 
37 

26, 28, 30 



1-21, 33, 35, 
37 



1-25, 33, 35, 
37 



1-21, 33, 35, 
37 



iS;PCT/ISA/2 10 (M2*<— i?<Dm%) (1 9 9 8^7^) 



H^WIS## PCT/JP0 1/0 7 23 9 



;^8*»3II (PCT1 74(2)(a)) CD^fcJ: 9 , r©HBKWBSE«#tt»C<oaS fcj: «J »*©$5fflO-gBfcoV^^ 

1. g ff^cpfSB 3 2, 3 4, 3 6 it, z<DmtotitiKH1tWB£trrz - i SrSU^ag-fcn:^ %»t?fo?>o 

lt*CDf5ffl3 2, 34, 3 6tt, feilC±5AWl*StMt5t>©-efeoT N PCTf 1 
. 7#fe (2) (a) (i) WPCT^Ilj3 9. 1 ( i V) <D*!3fe{Cj; 9, 

2. [x] tft^6oaEH 27, 29. 3i *«*^Hi^Ms^i-5 i t&xz znm~kxmfe<7>wv\f*mfrhx^ 

3. □ fflf&£>*6BB tt» ^*l»*cO*5HT?feoTPCT«Sij6.4(a)w^2^^3 5c©*i^t 



acidises <t 5 fc^<DMmmmznsk±<Dmm&hz> t^^mmm^mmnm^tc 



1. □ |±SlPA^^*^JPliS^ic^^t-^TMP^l^^tt{i-UfcO-X:\ i»Hl^pS?R^{^ l-^TOWaERrSBfeMf* 



4. □ a«Aasj^*ffi*pwaE^^*ffliwrtfci(ii4#u**»ofcoT? N £<oiaBBsraE«#wu it*K>®Hw*iD^fai 



WPCT/I SA/2 1 0 (fl^Ofti (1) ) (1 9 9 8^7^) 
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ff^OfEffll, 1 0-1 3, 2 2, 2 4, 2 6, 2 8, 3 0, 3 3, 3 5, 3 7ft, fT^HrTls*/ 
H5-9, 17-21, 23, 2 5lCoV^ttt, Ste^fcHafefefrofc. 



iSPCT/ISA/2 10 (#grj^— j?) (1 9 9 8^7^) 



